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Dear Dr Bucalo 

Curing The inspectIon fhat ended on September 19, 2005, Rochelle B Young. an 
investigator with the Food and Drug Administration (FDA). reviewed the activities of 
your firm. Titan Pharmaceuticals, Inc. (TPI), as a sponsor and a contract research 
organization shipplng investigational products used in clinical studios The inspectton 
was conducted under the FDA’s Bioresearch Monitoring Program. which inciJdes 
Inspections designed to review the conduct of clinical research involving 
Invest,gational drugs. 

At Ihe clase of tne Inspection. a Form FDA 483. Inspectional Observations, was 
issued to Su%l Bhonsle, Executive Vice President, TPI WC revic&ed the letter dated 
October 1, 2001, sent by your firm in response to the Form fDA 483 

We have determined that yolrr firm violated regulations governing the proper concuct 
of cllnical studies involving investrgational new drugs, as published In Title 21, Co&: of -- 
Federal Regulations (CFRj. Part 312 (availahlc at 
h tt .i!vr.vw access qpoaovinara!cfr’lndex hirnl; The applrcabic provIsions of the CCR 
are cited for each violation Itsted below 

1. Your firm failed to ship investigational new drugs only to investigators 
participating in the investigation. [21 CFR 5 312.53(b)]. 

in May 2001, your firm shlpged the wrong tnvcstlgatlonai vaccine to a clinical 
Investigator who ‘was not conductq a study for #at test article Whiie the 
vIaI lab& idcntifred the test article that was shipped, it was not the tes! article 
tnat was intended for use wltn the type of cancer in the invesligator‘s protoco: 



. 

A factor contributing to this serious shipping error was your firm’s lack of written 
Standard Operatmg Procedures (SOPS) for the distribution of test articles. 
According to the TPI letter dated lO!lIOl , your firm has prepared and put into 
effect written SOPS for this purpose. 

2. Your firm failed to maintain adequate records showing the shipment of 
investigational drugs. 121 CFR $ 312.57(a)]. 

A On five occasions between March and June 2001, the packing slops 
accompanying shipments of TPI products erroneously identified the test 
articles as the ones requested by the staff for use at clInIcal sites and no? 
the actual products that were shipped. 

B. On nine occasions, between February and August 2001, your firm 
shipped boxes containing packing lists tha? failed to correctly Identify the 
enclosed test arttcles The packing lists were incorrect, but the 
packages contalned the correct test articles. 

c Your firm sent SIX letters to clinical sites identifying two lots of an 
investigational vaccine as a similar, but separate and distinct, product 
The IpttprS referred to the test articles in lot numbers 
and as ‘I- ‘ Hwever, during the inspection, your 
staff provided documentation that the test articles in both of these lots 
are *’ The failure of your staff to properly identify two similar 
investigatlnnal products In an accurate and cot-wstent manner IS 
indlcatwe of systemtc training and record keeping problems. 

D For 16 of 68 shipping records reviewed, the TPI authorization to ship the 
investlgatronal product was not signed and dated. According tc the TPI 
letter dated IOiliOl, authorization for shipment of investigatlonal 
products by your firm will be signed and dated, as well as subjected to a 
second rewew and approval that is also signed and dated 

This letter IS not intended to be a? ail-lnclusivo IIS: of def;ctCrlcics It IS your 
rcsponslblltty to cnsuw adherence to each requirement of the law and applicabie 
regulations 

?Iease noti+ this office rn writing, within fifteen (15) buslncss day>s after receipt of t’lls 
I&E’, of the spcclflc actions you have taken to correct the noted violations, Including 
an exp!anatjon of each step you plan to take to prevent a recurrence of similar 
vlo!atlons If corrective action cannot be completed within fifteen (15) business days, 
state the reason for the delay and the time withIn which the corrections will be 
con:$etez Your response should include any documentation necessary t:) shcw that 
correctlon has been achieved 
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Failure to promptly correct these deviations may result in enforcement action without 
further notice. These actions could include termination of Investigational New Drug 
Appllcatlons and/or injunction. 

Please send your written response to: 

Mary Andrich, M.D. 
Division of Inspections and Surveillance ~~~~-~~4~ 
Office of Compliance and Biologics Quality 
Center for Bioloyics Evaluation and Research 
Food and Drug Administratiol~ 
1401 Rockville Pike, Suite 200N 
Rockvifie, Maryland, 20852-1448 
Telephone: (307) 827-6221 

We request that you send a copy of your response to the FDA Distrrct Office listed 
below. 

Sincerely, 

$-kdeven A, Masiello 
Director 
Office of Compliance and Blologics Quality 
Center for Biologics Evaluation and Research 

cc: 
Dennis K. Linsley, Dlrector 
Food and Drug Administration 
1431 Harbor Bay Parkway 
Alameda. California 94502-7070 


